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: reactitns 105-36-2, V: :.y . 

r.T 107-95-9, ";-Arr.;n;i:rcpi:nir ^ c : 108-30-5, 
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172525-49-4DP, : - . : . 172525-84-7P 
178113-42-3P 178113-43-4P 178113-44-5P 
186429-52-7P 186429-53-8P I86429-54-9P 
186429-55-0P 186429-56-1P 186429-57-2P 



combinatorial libraries 



aminodiol 



: :o: ::a:-:i 



:::zzy. :;a:-^ 



t -rr.et n oxypheny ^. phenyl.Te::". j:-:v ; o: r.;, 



'l;. c . : -J -rr.e t h-i :-:yp r.er.y ^ p r.er. y 1 :r.e *: 



:;r;AP. ;he: P': 



ri ^ m tf L U o 



* :.«.••■ i • ::: i, .' 1 - .cis A the:-: ypr. ► 



;h- ;:h- co.-h 



le::-: :;ake 



-:::et r.c xvcr.er 



V 



H; .' 3oc, Lu.:;: Trar.s 1 •* - ~* , ri^C^: KLArLLS 
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ire forced from monocyclic scaffolds whicr* oar: be cvci: :ed t: 

rcrir. tnt aesired arr.ir.es . Libraries or rrioriocycl; ::, 
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.;-:pr.a:za:euu:s In:; WC ^ 3 _ 3 -4 ■ J 4 Al 1993 HGAFL03 
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46-1P 191850-47-2P 
49-4P 191850-50-7P 
31-7P 191851-32-8P 
34-0P 191851-35-1P 
19-4P 191852-23-0P 
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Tv.- c^ir.pas . : ; where ir. Ri = H, OK, aikyZ, aZ r:c:-:y, haZ.e , .JF3 , . r 

?3-R : - ir.aeper.aer.tly H, ZH, nalc, ZFZ, a'.Kyl, ^r:::-:y, :JZZ, 
r ;y- ZH- r.-F.-, where B- - H , ZH , ZZZH, — ~. - . :. r Z; :. 

-■i; Bi: uhZ ?T = H, a.riy., or T a;:e:: ::^e:ner with * r.e Z *. : wr.iih *hvv 
i:>ZTjea ror^. a :te:the i ea ring; Z = T..ZB", ^Zii::;.y., ZZ~ • r , 

.; ::;h::?.; Z- 1 1 , :H2 ".PZ." ; r>; ar.a R" = independently H, o a^riv- , 

;Zr:e:".yl, ali-iyi.yl , a:y., her ere aryZ, :r taken t :e:e:r.e: with tr.e Z * : 
■;r. :ih they are attache:: :::r. a Z- - ; _. .te^xerea rimy e* ::. , .:• r -• t:e;:i. :. y 
* ': . . : combinatorial synthetic :te tncas ir.v: Ivir. _: "he : ; : : . . :: 
. : . : • :. . : a.:ins t: r.^^ a::;i;:.ej and cc::;r.al re::::. :: y:::a:: ::: :! 

F . : -vartpZe , treatment : : Z - an: n : - 1 - ; : ac t r. i uene : : . THF w ZZA ; 
: H F • : . e v. t r. e . etr.er.y.ce n 3 e r.e £-;^r. . , icZZcwea hy a a nr. . : r Z , - -ji : Z h er. z . 
_ :. FZ-i B ~ r f : r ue a II. It. assays eva ziiatir^ the irih' y *: : : e\ - er. t a: 
. • .: : . wth "I h.:t".a:. -y*. ;re::le;":ius BZFZ." -.r.:: •/ . : . . BZ"."-, , 

Z. .. : - . r.-j.M £:t:: 11 re^t. IT. : • - :. w--:: ; ;t .-T' 
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ree- cc-porier.: library of :c::.pas . was crepe: . in. parallel 

j ::u.::^e s ifuui t anecu? s Dir. . -phase synthetic inethcdcl . 1'he c trrxas . 

; r , ^ r. - mrr.ethy^--;- yarcxyprenyl piper idine a p z'.er.:, 

a :ar.:e ct substituted aryi carboxyl ic arias ar.a were s electee to a;:: 
. diversity. Screenina of these compcis . ir. ccrccet 1 1 1 ve bir. air. a o:-:rt 
the . kappa . opioid receptor selective Irgand [ 3H • Ut 9 , b 9 3 led tc the 
.very cr a novel .kappa, opioid receptor selective ligar.d, F.TI - : j r ?- 

rsses lipophilic and hydrogen-bonding sites that are important tc it 

.a receptor potency ana selectivity. These sites appear tc exist 
;m::antly within the .kappa, receptor since tne selectivity arises 
a i-'iu-fcid rcss of affinity of I for the .rtu. receptor ano an . - - : 
rase ~r. affinity for tne .Kappa, receptor relative to the 

ar i nypnenyi piperidine . The degree of selectivity chsa. m 

i a i :. 1 1 nana cindina enots. was not onsd. m tne funtvicna- s s a v . 



a r. a a rr. i n i a ^ 



: :ur.ct:.r.jl;ty -~ r a '.':::na. diol attame:: t: a:: 
.cyclic :;yar ophoci c r i;nc: i onai i 1 y ; iv a diol 

;ea zz a n ... n - v : c ; r.a i. c: ai;:vcl;c diol, ci:.v c: v;r. :. ■ 



diols . The 
ihereoi, combinatorial library 



. e 1 1 s ::::l_je :.:;je:;sa:;;r. ^::^u::s : r ::e:er. cy diols . 
.:yh; : diols,- a r.a p: 

^t.ulT •:- i z i Je ir^c ncir.er 

:aet-c.na;ng compels . are claimed. I:: a:, example, wr.er. a library 

:von -nucleotide phospnorus ester oligomers is screened against tn 
:Iaticn v 0 . 0 *J 1 - C . 0 1 * .■ of the origir.a. library b^nas t ; 
?t, witr. an apparent Kd < 10^-500 nM. 



: e preparation :f endued combinatorial : 
;;: yiarr.me libraries 

T chn J.; Henderson, Ian; Wa ksmuns ki , Frar 




- combinatorial library 1 _ r II . S - o .A m succci:; 

-2 - .>:;:.::■:: :es;:;.e; 21 = .:::\e: residue; q = - • J ; 11. 
: *. ; 1 -Am- - G-i_Arl -CH2CH 'J H 1H_GR1; Anl, - each -.: . ~. mms . : . • • : :.;v 

.i:m ::t- r on us ; Aal -i r. .:■ t: u : r. t a i r a linear cr.a:r: :! 3 , 4 , :•: £ - amr.s wh ion 
t n- o a r c .: :•: y 1 cam my 1 r r :rr. :r.-r art. mo : :r:up : : A a 1 ; A.i_ cannot, re ~u. 
. . Ima . ^::a; Ail - -.iv: , hetercaryl; CHCA: 1 is a t t a cheu t: G m 

A.i^ ; Rl - Il-Z. a m ym j;lm.oym alkynyl, ami, :^:e: ;aiyi, : . m * : * m • : 

: y 1 :: r r.e:er:a:yi, ami o: ht :e: Ca i y 1 fuses a j - : 4 -^.enxeres ::: :. i e t y 
. torn" a nor.arci. secor.a nnc, substituted C i - 2 G alky! , al kenyi , or 
':.r'.y::y_; G = N-lcwe: alky.~, Z , . 0 , 2ZZ; tr.e residue Aal is attaunou 
i ■ Ll via it? carbcxyl ana t.: Aal by its aromo group; is disclosed. Tr.us, 
: uent i r rer s 111 r. = 3 - 12 , Ar = CcC'15 ; r. = 4, - c , Ar = C c HZ CI 3-2 , 4. , c were 
ompo. by Mitsur.ccu reaction of Me vanillate ana tr.e ::rrespor.a:ng 
a : yi oxy- subs t i t u ted alk. HO ( CH2 ■ r.OAr , followed by sapon. , acid 
:..„:; nm : m, and diazoketone formation with either C H 2 N 2 or MeZSiGHGGZ. 
r. N- G -f luorenylrhethoxycarbcnyl ■ Froc ; - substituted ammo acids were 
;m . ester.:, fiea tc TentaGei . RIM. S PHB resin with diisopropylcarbod; mode , 
" . . . ::y encoding witr. " . t 1 : - by roass cf a 1 1 nker-dia ooket ore 

reagent III m r he presence of rhodium t r i f luo r case t a te . Each :f tte 
:- v :er, resin oat ones was encoded ry one or more linker mi a to ketones III to 
l' : ; :u;:c- m amrmriate binary cone. After enommg, the seven res.:. 
:. -:t ones w~: e c c rnr i n e a and mme d t o t;ncuene;:y, filtereu, dried, and 
nvo;e: mm 1 o equa^ nmmes. Racr. oaten was sep . uemmmed witn 
piperidme, coupled witn another R ::uu c-arr.ir. : aciu derm., mu 
encoded as aoove . The natcnes were again combiner:, re- divides ? 1 

:: at ohes , encoaea as above , dec rctectei, and suryecteu : euuot c.e 
^;yii;t:c". with art::., aldehydes. The resin batches were tr.e:. omjomed md 
: - nvoue: into 31 equci^ batches a no subjected to ring openmc reactions 
with 31 epoxides to give the requisite re sir. -bound hydroxy-propyl amine 
mpeptme derivs. The individual beads can ce decoded by oxidative 
o . -m.' .ouv with oerrm aromonium nitrate ana GC anal, using electron capture 
uetecticr.. 

agzwr? :.r z: hzagacz c:?: right z , _ agg 

. HGAPTGS 

1 ■. .. quin ". . me derivatives as ri ol „ q.i cal 1 y astive ::or, oc::;s mu isoqum;_me 
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;scqu;njii:ies as weli as novel libraries comprised of ".any such 
.-.j.T.pas. Tnis document also aescnces an initial screen cf :s:i 
libraries m t.oe . aelta . -opioid receptor assay ana the . siama. 
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:tet' r: 



or cruanic leacucns or. 3 :.:a pnase usina r r.p n.u. 

c,: -i-ar-.ir.cproline ana.cas by reaucnve ammatic: 
letan, leer a S.; Vaier::, Robert M.; Mae^:, \ 7 . . 
y . Ltd., Clayton, 1 c s , Australia 
, 3 c ■ 1 c , bZB'j.--? 
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:ipm method ot multiple solid phase synthesis was usee: in 
:i:n with high throughput characterization 

a. in spray mass spectrometry ana HP1C to optimize reactions 
fir sc.ia p.oase syntnesois. Tr.e appro aon is demonstrated m trie 
.5 of -.-arr.inopro-ine analogs by reductive amir.ation under a wiae 



? a ester; 



-di hydroxy - 



itniopnene .-ai-oxiae 

a, Wolfgang; Hcilitzer, oswaid; Seewald, Alfred 
-3. , Fee. Rep. ;;er. 



•• : oy • 1 : .• or v.:: us. I M - J 1 , 11, 1.1^; MI --■ 1_1, II tuna t: ; , .. . :: •• : .- 

the • h ji: up we i e p. rep. an reajer.ts the syr.tr.esis ox pect i des -^r.a 

;e; . Ihus , cnl o r : one t r. yl ar e oi Mem field res:r. 

sin-0^;iHlCl . was ■ :ea:ea with rhCHJSH to give r e s ir.-C - H-3 CHI 3 1H1 I- h , 
or. was x:r:en by r.ZJL t: j:ve r ^s ln-C-H^CHlSll 1H1 Ph, which was 
.::ej witr; - IllEt ' 1 in EtlH :or.tq. Na to give tr.icpher.e II ? = resir., 
- H ,v.i:,:r. was ester i tied with ICC 11 to give cyclic car Denote III ? - 
m IV . IV wa- treated with Z-Val-IH 2 = FnlHllll to give active 
e: :i r = resm, P.- = I-Yal , which was couple o with H-Va^-OMe to jivo 
; I - V I - Me . I 1 ?. ■ - Ml - H • was esteri tied wit n 2 OC 11 t : ^ i ve III P 
wm on was rreatea with N-cr otected amino acius, e.g. Me ^ ; IV"...; 2- P r " - ; H , 
,':vf tr.*- r r esponair.d Wive esters, e.g. i: P - P. , ?1 ^ 
; ..." : : . The latter active esters were use:: v. ; . : - • - : t i:e;:v tur- 

pi in oi ;r. o:ih. 



